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Summary

The purpose of this document is to confirm the clinical definitions and statistical plan for
the EvK Clinical Trial. This document was finalized prior to the conclusion of enrollment in
the clinical trial. For each topic below the original plan in the IRB-approved protocol from
April 2016 is presented, followed by the updated plan from August 2020.






before n=825. This decision will be made in consultation with the study statistician. This
plan was submitted to the IRB with the 2020 Continuing Review.

(6) Definitional Matters Regarding Sepsis

April 2016:
“Sepsis” was extensively considered but not explicitly defined in the original trial protocol.

August 2020:

“Sepsis” is based on a clinician-defined diagnosis, which exists (or not) at the moment of
randomization or earlier, based on time-stamped documentation in the EMR. This
diagnosis is made by the treating medical or surgical ICU team, not the study team, and
identified by physician manual chart review. The EMR is assessed for the presence or
absence of this diagnosis. A post-randomization diagnosis of sepsis will not be considered
sepsis for purposes of this analysis.

As an exploratory (tertiary) endpoint subjects with a pre and/or post-randomization
clinician-defined diagnosis of sepsis will be considered as a group.

“Septic Shock” is based on clinician-defined diagnosis as above, in addition to the need for
catecholamine therapy.

“Sepsis-3 Sepsis” is a tertiary endpoint will be made based on Singer et al 2016, the Third
Consensus Definition. This will include
-suspected infection (based on the prescription of sustained antibiotic therapy),
AND
-SOFA > or = 2.

“Sepsis-3 Septic Shock” as a tertiary endpoint will include the above in addition to
-Vasopressors required to maintain MAP > or = 65 mmHg, AND
-Serum lactate > 2 mmol/L.

(7) Definitional Matters Regarding Adrenal Insufficiency

April 2016:

“Adrenal Insufficiency” was extensively considered but not explicitly defined in the original
trial protocol.

August 2020:

“Adrenal Insufficiency” (or “Confirmed Adrenal Insufficiency”) for purposes of this
secondary analysis will be a clinician-defined syndrome which is assessable in the EMR
after randomization by physician manual chart review. This diagnosis may (or may not) be
made based on laboratory testing which is performed and interpreted by the treating team.

“Suspected Adrenal Insufficiency” will include any critically ill ICU patient who is
-persistently hypotensive despite vasopressor therapies, AND
-is prescribed “stress dose” IV hydrocortisone intravenously (repeated doses) by the
medical or surgical ICU teams for the explicit purpose of treating this hypotension.



Other steroids such as methylprednisolone, dexamethasone or others will not be
considered for purposes of this definition.

We plan to perform statistical calculations using the combined endpoint of “Confirmed or
Suspected Adrenal Insufficiency.”
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